f 



t 



PATENT 

ATTORNEY DOCKET NO.: 29318/109 
APPLN. NO.: 09/190,138 



cc 



1 5 . ( Amended^ The aerosol composition of claim 1 1 , wherein the 
^ /nanoparticulate drug particleTli5v€^an effective average particle size [selected from the group 
(T) consisting] of less than about 400 nm[/tes§than about 300 nm, less than about 250 nm, less 
<r „ than about 100 nm, and less than about 50 nm] 



a 



Claim 18, line 2, delete "MMAD" and insert therefor j mass median aerodynamic 
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diameterf- 



f ~ Claim 1 9, line 2, delet e "MMAD" and insert therefor -^ mass median aerodynamic 

diameter^"""* 




Claim 20, line 2, delete "MMAD" and irSert therefor -jmass median aerodynamic 
diametett^ " 




Claim 21, line 2, delete "MMAD" and insert therefor -foiass median aerodynamic 



Claim 22, line 2, delete "MMAD" and insert therefor -4mass median aerodynamic 



•r^n 




23. (Amended) A freeze-dried powder aerosol composition comprising 
ggregates of nanoparticulate drug particles, wherein: 

(a) the aggregates of freeze-dried drug particles [have a respirable 
particle size] are lesythan or equal to about 100 microns in diameter ; 

(b) the nanoparticulate drug particles comprise a poorly soluble crystalline 
drug, have an effective average particle size of less than about 1000 nm, 
and have a surface modifier adsorbed on the surface thereof. 



^^Ksic±^> 26. (Amended)^<£he aerosol composition of claim 23, wherein the 

( nanoparticulate drug particles have^effective average particle size [selected from the group 
consisting] of less than about 400 nm[, less v than about 300 nm, less than about 250 nm, less 



than about 100 nm, and less than about 50 nm]. 
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Claim 29, line 2, delete "MMAD" and insert therefor -Amass median aerodynamic 




Claim 30, line 2, delete "MMAD" and insert therefor -^mass median aerodynamic 



Claim 31, line 2, d elete "M MAD" and insert therefor^ mass median aerodynamic 



Claim 32, line 2, delete "MMAD" and insert therefor -Jtnass median aerodynamic 



diameterp- 



tei^=: — 




Claim 33, line 2, delete "MMAD" and insert therefor^mass median aerodynamic 



35. (Amended) A dry powder nanoparticulate aerosol composition for use in a 
^ropellant-based pMDI comprising 

(a) aggregates of a nanoparticulaj6 poorly soluble crystalline drug, wherein 
the drug has a surface modifier adsorbed on the surface thereof, and the 
drug has an effective average particle size of less than about 1000 nm, 
wherein the aggregates [have a respirable size] are less than or equal to about 
100 microns in diargfeter , and ^^^^V^0 



(b) a non-aqueous prppellant. 



37. (Amended) A nanoparticulate aerosol composition for use u nra pnS^ell&nt- 
based pMDI comprising^ 

(a) a nanoparticulate poorly soluble ciystallfhe drug, wherein the drug has a 
surface modifier adsorbed on the surface ^nerfcof, and the drug has an 
effective average particle size of leds thaijf moht 1000 nm, [and] 

(b) essentially each droplet of the aerosol ccamppies at least one nanoparticulate 
drug particle, wherein the droplets of the aerosol generated by the pMDI have 
a diameter of less than or equal to about 100 microns, and 

(c) a non-aqueous propellant. 
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40. (Amended) A method of making a^ry powder nanoparticulate drug 
omposition comprising: 

(a) forming an aqueous nanoparticulate dispersion of a poorly soluble drug, 
wherein the dispersion comprises crystalline drug particles and a surface 
modifier adsorbed on the surface thereof, wherein the drug particles have an 
effective average particle Aze of less than about 1000 nm; 

(b) spray-drying the nanoparticulate dispersion to form a dry powder of 
aggregates of the nanoparticulate drug and surface modifier particles, wherein 
the aggregates [areyof a respirable size] have a diameter of less than or equal to 
about 100 micror 



1/ / 42. (Amended) 
Y /formulation comprising: 



A method of making a dry powder nanoparticulate drug aerosol 



(a) 



(b) 



milling under non-pressurized conditions a poorly soluble crystalline drug and 
a surface modifier in a non-aqueous medium having a high boiling point to 
obtain a nanoparticulate drug composition haying an effective average particle 
size of less than about 1000 nm, and 

evaporating the non-aqueous medium to ofetain a dry powder of aggregates 
of drug and surface modifier particles, Wnerein the aggregates [are 
of a respirable size] have a diameter o^less than or equal to about 100 
microns. 



43. 

comprising: 
(a) 

(b) 



(Amended) A method of making a nanoparticulate drug aerosol formulation 

milling under pressurized conditions a poorly soluble crystalline 
drug and a surface modifier in a non-aqueous medium; and 
evaporating the non-aqueou/s medium to obtain a dry powder of aggregates 
of drug and surface modifier particles, wherein the aggregates [are of a 
respirable size] have a diameter of less than or equal to about 100 microns . 
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44. (Amended) A method of making a dry powder nanoparticulate drug 
mposition comprising: 

(a) forming an aqueous nanopartfculate dispersion of a poorly soluble drug, 
wherein the dispersion comprises crystalline drug particles and a surface 
modifier adsorbed on tl>e surface thereof, wherein the drug particles have an 
effective average paijfcle size of less than about 1000 nm; 

(b) freeze-drying the nanoparticulate dispersion to form a dry powder of 
aggregates of the4ianoparticulate drug and surface modifier particles, wherein 
the aggregatesyfare of a respirable size] have a diameter of less than or equal to 
about 100 mrcrons. 



Please add the following claims. 




The aerosol composition of claim 11, wherein the nanoparticulate drug 
particles have ah^ffective average particle size of less than about 300 nm. 

52. The aerosorsomposition of claim 11, wherein the nanoparticulate drug 
particles have an effective average particle size of less than about 250 nm. 

53. The aerosol composition of^claim 11, wherein the nanoparticulate drug 
particles have an effective average particle size of less than about 100 nm. 




54. The aerosol composition of claim 1 1 , wherein the nanoparticulate drug 
particles have an effective average particle size of less than about 50 nm. 



55. The aerosol composition of claim 23, wherein theWnoparticulate drug 
particles have an effective average particle size of less than about 30Q nm. 



56. The aerosol composition of claim 23, wherein the nanopartu^ilate drug 
particles have an effective average particle size of less than about 250 nm. 
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